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STATUTORY PERIOD FOR REPLY « SET TO EXPIRE 3 MONTH(S) PROM 
WE MAILING DATE OF THIS COMMUNICATOR.^ ^ „, . 

earned patent term adjustment. See 37 CFR 1 704(b). 

Status onn n 
m Responsive to communication(s) filed on IJUm^JOM- 

■ c ,k,a, 2bM This action is non-final. 

2a)D This action is FINAL. ^ prosecution as to the merits is 

Disposition of Claims 

4) E Claim(s) 23 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) 12 Claim(s) 23 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 
Application Papers 

9) D The specification is objected to by the Examiner 

,0® The d-awingis) filed on 2^00 ,s,a,e: ^^"^^^cFRI-W. 

1 1\H The proposed drawing correction filed on is. aju «w 

,f approved, corrected drawings are required in reply to this Office action. 
12)Q The oath or declaration is objected to by the Examiner. 
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* j PauerNo 11, has been entered. Claim 

Applicants' Amendment, filed 1/13/03, Faper 



23 has been amended. 

Claim 23 is currently pending under examination. 



Claim Rejections ■ 35 USC§ 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

process of making and using it, in u ch Ml ctea^co tQ mak 

his invention. 

The prior rejection of claim 23 under 35 U.S.C. 112, first paragraph, is 
for reasons of record advanced on pages 2-6 of the pnor Office action, 

mailed 11/27/01 (Paper No. 7). 

The clarm as amended is directed to a method of treating myocardial failure 
in a human comprising administering an effective amount of transgene encoding for 
orMHC, wherein sa ld treatment proves improvement in left ventricular ejection 

fraction. 

The specification discloses a method of myocardial gene therapy to mcrease 
crMHC expression by delivering a transgene encoding crMHC to a human so that 
the crMHC transgene rs expressed in the myocardial tissue of the heart (see p. 14, 
ta 20-28 of the instant application). The specification further fcscusses 
construction of the transgene (p.15 of the speculation) and modes of dehvery of the 
transgene (p, 16, Unes 4-15 of the specification). The specification specifically 
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teaches up-regulat.cn of crMHC mRNA in myocardial tissue in human subjects 
suffering from cardiomyopathy, who received medical treatment with a-blocking 
agents (see example 5, of the instant application). It is reiterated that an increase 
in the amount of a-MHC mRNA in myocardial tissue does not provide a prediction 
of therapy for any sublet having myocardial failure. Additionally, the specification 
fails to provide a correlation to therapeutic levels of expression of a-MHC 
transgenes in an ,n »«, setting in any subject having myocardial failure. 
Furthermore, the specification fails to teach or provide guidance for what level of «- 
MHC expression would provide a therapeutic effect in a human with myocardial 
failure, or how to measure the therapeutic effect in such a subject. 

It is noted that the claim, as amended recites that the treatment provides an 
improvement in left ventricular ejection fraction. However, the specification fails to 
teach or show guidance for a correlation to therapeutic levels of expression of a- 
MHC transgenes in vivo such that improvement in the left ventricular ejection 
fraction would be improved. For reasons of record advanced in the prior Office 
actions, it is reiterated that the state of the art of gene therapy .s unpredictable, 
and in particu!ar, cardiovascular gene therapy is unpredictable. The specification 
fails to address how to overcome the unpredictabilities cited in the prior Office 
action, that are associated w.th the gene therapy art in general, and specifically as 
it pertains to the cardiovascular gene therapy. The rejection or question, in view of 
the guidance provided in the specification, is whether sufficient expression can be 
achieved by the exogenously administrated a-MHC DNA sequence to have any 
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effect of myocardial failure in a human, and in particular, the effect recited in the 
amended claim, that there would be an improvement in the left ventricular section 

fraction. 

It is reiterated the Examiner's argument is directed to the unpredictable 
state of the gene therapy art, both in a general sense, and with particular regard to 
cardiovascular gene therapy, and furthermore, with particular regard to the 
expression of an a-MHC transgene; the Examiner's argument is not directed to the 
correlation of endogenous crMHC expression with correlation to a disease-state 
phenotype. Furthermore, although Applicant provides an example of monitoring 
endogenous a-MHC mRNA levels in v,va to provide evidence to improved left 

ventricular ejection fraction, Applicant has not provided guidance or evidence to 

show a correlation to therapeutic levels of expression of a-MHC transgene. 

expression in an in vivo setting .n a subject suffering from myocardial failure; 

further, Applicant fails to show what levels of an a-MHC transgene expression are 

required to alleviate myocardial failure, or a protocol for reaching such levels 

Thus it is naintained that the specification fails to enable the claimed 

invention for the reasons of record in the prior Office action (Paper No. 7) as 

discussed in the preceding paragraphs. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
datmfng the subject matter which the applicant regards as his invent™. 
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The rejection of claim 23 under 35 U.S.C. 112, second paragraph, as being 
definite for faiUng to particularly point out and distinctly clarm the subject matter 
which applicant regards as the invention is ma^amed for reasons of record 
advanced on pp. 6-7 of the prior Office action (Paper No. 7). 

Claim 23 is incomplete. It is further unclear how the step of the method, 
■'administering an effective amount of a transgene encoding «-MHC." correlates to 
the intended effect of the method (the preamble), "treating myocardial failure" 
since, in light of specification, mere administration of an ct-MHC transgene would 
not be sufficient to achieve treatment of myocardial farlure without the expression 
of the recombinant DNA. Amendment to the claim is requested. 
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Conclusion 

No claim is allowed. 
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